AMENDMENT UNDER 37 C.F.R. § 1.1 16 Docket No: 061434 * X 

Appln.No.: 09/674,377 vJ°^ 

& r 

kits* 

AMENDMENTS TO THE CLAIMS <P 

This listing of claims will replace all prior versions and listings of claims in the (j \ *k I 
application: 

LISTING OF CLAIMS: 

Claim 1 . (Currently amended): A neovascularization inhibitor comprising the 
following polypeptide (a) or (b) as an active ingredient: 

(a) a polypeptide having tho amino aoid sequence PyrGlu^ -teA^al 4 ^ of human 
hopatooyto growth faotor (1IGF) having the amino acid sequence of SEP ID NO: 1 : or 

(b) a polypeptide having an amino aoid ooquonoo derived from tho amino aoid 
s e quence of (a) by tho deletion, substitution or addition of one or oovoral amino aoids ond having 
antagonistic aotivity against tho o Mot/HGF receptor mediated action of HGF having the amino 
acid sequence of SEP ID NO: 2: 

wherei n the polypeptide of (a) and (b) has a d e l e tion of amino acids 162 166 of human 
HGF each of polypeptides (a) and (b) has at least one hairpin domain and four Krinele domains 

Claim 2. (Currently amended): A neovascularization inhibitor The 
neovascularization inhibitor accordin g to claim 1 . comprisin g the polypeptide having the amino 
acid sequence of SEP ID NP: 2. wherei n the polypeptide having the amino acid sequence of 
SEP ID NP: 2 has at least one hai rpin domain and four Kringle domains the following 
polypeptid e (a) or (b) as an aotivo ingredient: 




2 



AMENDMENT UNDER 37 C.F.R. §1.116 Docket No- 061434 

Appln.No.: 09/674,377 

(a) a polypeptide having the amino aoid sequence PyrGlu^ -te-Vat 47 * of human 

h e patooyto growth faotor (HGF); or 

(b) a polyp e ptid e having an amino aoid sequ e nce d e rived from the amino aoid 

s e quence defined in (a) by the deletion, substitution or addition of one or several amino aoido, 
and having antagonists activity against the c Mot/HGF receptor mediated action of HGF and 
inhibitory act i on n^ninr . t thn grrmrth nfvnnn..inr nnH^IHinl Hh in d uce d by bFGF and' o r VEGF, 

wh e rein the polypeptide of (a) and (b) has a deletion of amino acids 162 166 of human 

Claim 3. (Canceled) 



Claim 4. (Previously presented): The neovascularization inhibitor as set forth in 
claim 1 or 2, wherein said polypeptide is obtainable by elastase digestion of human hepatocyte 
growth factor harboring a deletion of amino acids 162-166. 

Claim 5. (Canceled) 

Claim 6. (Currently amended): A neovascularization inhibitor composition 
comprising the polypeptid e defined by having the amino acid sequence nf SFQ id NO: 2 and a 
pharmaceutical^ acceptable carrier. 
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Claims 7-11. (Canceled) 

Claim 12. (Currently amended): A method of inhibiting neovascularization which 
comprises administering to a subject in need of such treatment a neovascularization inhibitor 
composition comprising the following polypeptide (a) or (b) and a pharmaceutically acceptable 
carrier: 

(a) a polypeptide having the amino aoid s equence PyrGlu 3 a -te-¥al' m of human 
hopatooytc growth faotor (UGH having the amino acid sequence of SEP ID NO: 1 : or 

(b) a polypeptide having an amino aoid sequence derived from the amino aoid 
s e quoneo dofinod in (a) bv tho deletion mhrtitnt.-nn nr nriHitinn n fn r rr 3mra | aoid -j and 

having antagoniotic activity against tho o Mot/HGF roocptor modiatcd aotion of I IGF having the 
amino acid sequence of SEP ID NO: 2 : 

wherei n tho polypeptide of (a) and (b) has a deletion of amino aoido 162 166 of human 
HGF- each of polypeptides (a) and (b) has at least one hairpin domain and four Kringle domains . 



Claim 13. (Currently amended): A method of inhibiting neovascularization which 
comprises administering to a subject in need of such treatment a neovascularization inhibitor 
composition comprising the following polypeptide (a) or (b) and a pharmaceutically acceptable 
carrier: 

(a) a polypeptide having tho nminn nm'H nnq.mn™ PyKjhr^ -Vql 4 * * of human 
hopatocyto growth faotor (I IGF) having the amino ar.jd sequence of SEP ID NO: 1 ; or 
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(b) a polypeptide having an amino acid sequonoo derived from th e amino aoid 
s e quence defined in (a) by the deletion, subotitution or addition of one or several amino aoids, 
and having antagonists activity against the o Mot/HGF roooptor mediated action of IIGF and 
inhibitory aotion against the growth of vasoular endothelial oolls induood by bFGF and/or VEGF 
having the amino acid sequence of SEP ID NO: 2 : 

wherei n th e polypeptide of (a) and (b) has a deletion of amino acids 162 166 of human 
HQF each of polypeptides fa) and (b) h as at least one hairpin domain and four Krinele domains . 

Claim 14. (Currently amended): A method for treating a disease associated with 
abnormal angiopoiesis which comprises administering, to a subject in need of such treatment, a 
neovascularization inhibitor composition comprising the following polypeptide (a) or (b) and a 
pharmaceutical^ acceptable carrier: 

(a) a polypeptide having the amino aoid sequence PyrGlu^ -te-yal 4 * 8 of human 
hepatooyto growth faotor (IIGF) having the amino acid sequence of SEP ID NO: 1 : or 

(b) a polypeptide having an amino aoid s e quence derived from the amino aoid 
sequonoo defined in (a) by the deletion, substitution or addition of one or several amino aoids and 
having antagonistic activity against the o Mot/HGF receptor modiatod aotion of IIG F having the 
amino acid sequence of SEP ID NP: 2 : 

wherei n the polypeptide of (a) and (b) has a dolotion of amino aoids 162 1 66 of human 
HGF each of polypeptides (a) and (V) has at least one hairpin domain and four Kringle domains . 
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Claim 15. (Currently amended): A method for treating a disease associated with 
abnormal angiopoiesis which comprises administering, to a subject in need of such treatment, a 
neovascularization inhibitor composition comprising the following polypeptide (a) or (b) and a 
pharmaceutically acceptable carrier: 

(a) a polypeptide having tho omino aoid ocquenoo PyrGlu 3 * [[ ■ ]]to Wa\ m of human 
h e patooyto growth faotor (HGF) having the amino acid sequence of SEP ID NO: 1 : or 

(b) a polypeptide having an amino aoid soquonoo derived from tho amino aoid 
sequence dofinod in (a) by tho dolotion, oubotitution or addition of ono or several amino aoids, 
and having antagonistic ootivity against tho o Mot/HGF roooptor mediated aotion of IIGF and 
inhibitor)' action against tho growth of vaooular endothelial oollo induced by bFGF and/or VEGF 
having the amino acid sequence of SEP ID NO: 2 : 

wherei n tho polypoptido of (a) and (b) has a dolotion of amino ooids 162 166 of human 
HGP each of polypeptides (a) and ( b) has at least one hairpin domain and four Kringle domains 

Claim 1 6. (Withdrawn-Previously presented): The method of claim 14 or 1 5, 
wherein said disease is any disease selected from the group consisting of rheumatoid arthritis, 
psoriasis, Psler-Webber syndrome, myocardial angiopoiesis, telangiectasia, hemophilic joint, 
angiogenic diseases of the eye, angiofibroma, benign tumors, wound granulation, enteric 
adhesion, Crohn's disease, atherosclerosis, scleroderma and overcicatrization. 

Claims 17-19. (Canceled) 
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Claim 20. (previously presented): A pharmaceutical composition comprising, as an 
active ingredient, a polypeptide having the amino acid sequence of SEQ ID NO: 2. 

Claims 21-27. (Canceled) 

Claim 28. (Currently amended): A method for treating a solid cancer and/or cancer 
metastasis, which comprises administering to a subject in need of such treatment a 
pharmaceutical composition containing the following polypeptide (a) or (b): 

(a) a polypeptid e having the amino aoid ooquenoo PyrGlu 3 *— VeA m of human 
hopatooyto growth faotor (IIGF^ having the amino acid sequence of SEP ID NO 1 ; or 

(b) a polypeptide having on amino acid ooquenoo derived from the amino aoid 
sequ e noo defined in (a) by tho dolotion, substitution or addition of ono or sovoral amino aoid!, 
having the amino acid sequence of SEP ID NO: 2 : 

wherein the polypeptide of (a) and (b) has a deletion of amino acids 162 166 of human 
HGF each of polypeptides (a) and Ort has at least one hairpin domain and four Krinple domains 

Claim 29. (Currently amended): A method for treating a solid cancer and/or cancer 
metastasis, which comprises administering to a subject in need of such treatment a 
pharmaceutical composition containing the polypeptide having an amino soquonoo defined by 
having the amino acid sequence of SEP ID NO: 2. 
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Claim 30. (Previously presented): The method as claimed in Claim 28 or Claim 29, 
wherein said subject has a lung cancer or mammary cancer. 

Claim 3 1 . (Currently amended) A method for inhibiting tumor growth or metastasis, 
which comprises administering to a subject in need of such treatment a pharmaceutical 
composition containing the following polypeptide (a) or (b): 

(a) a polypeptide having tho amino aoid sequence PyrGlu^ -te-Val 4 * 8 of human 
hepatooyto growth faotor (IIGD having the amino acid sequence of SEP ID NO: 1 : or 

(b) a polypeptide having an amino aoid sequence derived from tho amino aoid 
ooquonco dofinod in (a) by tho deletion, [substitution or addition of ono or oovcral amino aoids 
having the amino acid sequence of SEP ID NO: 2 : 

wherei n tho polypeptide of (a) and (b) has a d e letion of amino aoids 162 166 of human 
HGF each of polypeptides (a) and (b) has at least one hairpin domain and four Kringle domains . 

Claim 32. (Currently amended): A method for inhibiting tumor growth ormetastasis, 
which comprises administering to a subject in need of such treatment a pharmaceutical 
composition containing the polypeptide having an amino aoid soquonco dofinod by h aving the 
amino acid sequence of SEQ ID NO: 2. 
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Claim 33. (Previously presented): The method for inhibiting tumor growth or 
metatasis as claimed in Claim 31 or Claim 32, wherein the subject has lung cancer or mammary 
cancer. 

Claim 34. (Currently amended): A method for treating a disease arising from 
vascular hyperplasia and/or caused by an excessive or abnormal stimulation of the endothelial 
cells, which comprises administering to a subject in need of such treatment a pharmaceutical 
composition containing the following polypeptide (a) or (b): 

(a) a polypeptide having tho amino aoid sequence PyrGlu^ -te-Vaf** of human 
h e patooyto growth faotor (I IGF) having the amino acid sequence of SEP ID NO: 1 ; or 

(b) a polypeptid e having an amino aoid acquonoo dorivod from the amino aoid 
sequonoo defin e d in (a) by tho deletion, substitution or addition of one or several amino aoids 
having the amino acid sequence of SEP ID NO: 2 : 

wherei n tho polypoptido of (a) and (b) has a dolotion of amino aoido 162 166 of human 
HGF each of polypeptides 00 and (b) has at least one hairpin domain and four Krinele domains 

Claim 35. (Currently amended) A method for treating a disease arising from vascular 
hyperplasia or/and caused by an excessive or abnormal stimulation of the endothelial cells, 
which comprises administering to a subject in need of such treatment a pharmaceutical 
composition containing the polypeptide having an amino acid soquonoo defined by having the 
amino acid sequence of SKQ ID NO: 2. 



9 



AMENDMENT UNDER 37 C.F.R. §1.116 
Appln.No.: 09/674,377 



Docket No: Q61434 



Claim 36. (Previously presented): The method of Claim 34 or Claim 35, wherein 
said disease is a disease selected from the group consisting of rheumatoid arthritis, psoriasis, 
Osier Webber syndrome, myocardial angiopoiesis, telangiectasia, hemophilic joint, angiogenic 
diseases of the eyes, angiofibroma, benign tumors, hematopoietic malignancies, wound 
granulation, enteric adhesion, Crohn's disease, atherosclerosis, scleroderma and over 
cicatrization. 

Claim 37. (Withdrawn-Currently amended): A method for controlling conception 
which comprises administering to a subject a pharmaceutical composition comprising the 
following polypeptide (a) or (b): 

(a) a polypeptide having tho amino acid sequence PyrGlu ^-Vai 47 * of human 
hcpatooyto growth factor (I IGF ) having the amino acid sequence of SEP ID NO: 1 • nr 

(b) a polypeptide having an amino aoid ocquenoo derived from tho amino aoid 
s e quonoo dofinod in (a) by tho deletion, oubotitution or addition of ono or oovoral amino aoids 
having the amino acid sequence of SEP ID NO: 2 : 

wherei n th e polypeptide of (a) and (b) has a deletion of amino aoida 162 166 of human 
HOP each of polypeptides (ei) and (b\ has at least one hairpin domain and four Krinp le rfnmai™ 
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